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Abstract of JP2000287680 

PROBLEM TO BE SOLVED: To differentiate immature hepatocytes to mature hepatocytes through a method for screening a compound controlling the differentiation of 
an immature hepatocyte or the like, which comprises culturing the immature hepatocyle in the presence of oncostatin M and dexamethasone. SOLUTION: Immature 
hepatocytes are differentiated to mature hepatocytes as follows: an embryo hepatic tissue of a mouse or the like is finery minced; the minced tissue is dispersed in a 
dispersing buffer containing an enzyme; subsequently blood cells are removed by the hemofysis with a hypotonic buffer solution; the obtained matter is suspended in a 
medium; it is plated on a tissue culture dish coated with gelatin; after several hours, hematopoietic cells and cell fragments are removed by washing with the medium to 
obtain immature hepatocytes; subsequently, the immature hepatocytes are culture in the presence of oncostatin M and dexamethasone; and the differentiation of the 
immature hepatocytes to mature hepatocytes is detected by using cell cluster formation, intracellular glycogen accumulation, intracellular albumin production, TAT gene 
expression, G6P-ase gene expression, ammonia detoxification or the like as an index. 
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[ftjRIfl] *>3*?1->M}i£XfT*-V*?Y> 

i mm. 2 j zmMfflrnvm m^comm^x-h 

mxm i les^a. 
mam ] msm 1 1 tz\±2\,z%imcowmz x m 

mi t tziam-t ntsm* x?v --yrtzumv 
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( b ) mam mm^mmmm^^itmin-tt 
xm. xxis ( c > mmmim^TTimitmmi 

comm. mmizmz>Tfr7$ye>m£.. tat3H£? 
itmrnttzimmthit-s®. 

[0001 ] 

mix ^mmmm^mmmm^it^ turn. & 
xvmumzt m uz^m^^mm^mmmm^m 

[00 02] 

w^ttoxm. Dumizztzzzitmm&mn 
h^x^<. umcom.it. &mm&mzx*). ^ 

< ifrcoBM%®mzim htih c\ b ifiWhMz £ tlX 
[0003] MmcO%Mt. r- D -y 

?x - mmmmmcD%mmTT%< . >«a 

^tiSI»fcg»t6. v»>xoi§£, ]ffMfc>»±l4I& 
49 B (E9) fcttSO. *MHt+JEIttWfH5fffflft:J: 

jRo-tst+UfcifAU smmksme&t, (Douari 

n.N.M. (1975) Med.Biol., 53, 427-455; Houssaint.E. 
(1980) Cell Differ.. 9,269-279) . Ztlt>COMti§! 



mtz&w mmmmtmrnm. mmm. m®m 

mo ~mcommmmA,x'\ » < . 

[0004] ff«3H^«^v^i. ftwmmmzmrrh 

ZtlXl^Z> (Derman,E.,et al. (1981) Cell, 23 , 731- 
739;Panduro,A.,et al. (1987) Genes Dev., 1, 1172-1 
182) . 7^7r7xfrof^> (AFP) iifflffl&gliZ 

h imiww-t-x'b *) . utmertHwmtsmi 

X. Zcomi&ltm&?h (Shiojiri,N.,et al. (199 
1) Cancer Res., 51,2611-2620) . Sffflt£?&& 

mttt&o&^SL&mx'h&TfrnyffM 

WckloOMzmth (Tilghman,S.M.,et al. (1982) Pr 
oc. Natl Acad. Sci. USA, 79 , 5254-5257) . ftMk 

M*?®%fflv>miz% h t , tmm&fra -x - 6 - 

*X7r^— tf (G6Pase) ^fnyyTi^ Yyyxy 

(tad %t'm<<omwm*£miiti3)b. 

^W)^mm.Wmmznmth (Greengard.O. (19 
70) In Litwack,G. (ed.), Biochemical Actions of Ho 
rmones. Academic Press Inc. ,New York, USA, pp. 53-8 
7; Haber,B.A.,et al. (1995) J. Clin. Invest., 95, 
832-841) . ZLXWmtolZWPhWLRmz. -t'Jy 

ft Yy?—& (sdh) thorhyry^^y-f— 

*£ (TO) jpfM^tCSNteh* (Nagao,M.,et al. (1 
986) Biochim. Biophys. Acta, 867, 179-186; Noda, 
C. ,et al. (1990) Blochem. Biophys. Res. Commun. , 1 
68, 335-342; Noda.C.et al.. (1994)Blochim. Biophy 
s. Acta, 1217, 163-173) . MmfMS&X'i&Zilt><?> 

itmmmcomitfB.timuztm*). z\cox^m 

JWfflfi-CI4AFP<0fBSWtt:aSSL"CV%& ( Abelev.G. 1 . 
(1971) Adv. Cancer Res., 14, 295-358) . ZCOXo 

fc. AFP^ftm^iiti. tm<M&&.&*-f-t&iBi0 
^mtc-7-ij-x-hhkm^ MMcoBftgLcommt 
Lxi>mx'*&. 

[ooo5] mmnw&WMUts jm^e h 
ij4y%k'<mm^7+Mzs.h%m*%.m. mt 

ff. ^";l/rJ3;^3-f in vivofcitfin vitrofc* 

ht>x-h. mmm<rtmt9M&wmti. urn 

(fW?/y) (4. 4SWiUST'AFPS4fcD 
MA^SrW^Jt. T^y5>a^feS:±#$*l) (Belang 
er.L.etal. (1981)Biochemistry, 20, 6665-6672; Na 
waX.etal. (1986) J. Biol Chem., 261,16883-1688 
8; de Juan.C.et al. (1992) Exp. Cell Res., 202, 4 

95-500) . byyxy yt-^y^mmmf— $ (TGF- 

0) it. %>ttfRW®m?mmiX'h*) (NakanuraJ., 
etal. (1985) Biochem. Biophys. Res. Commun. , 133, 
1042-1050; de Juan.C.et al. (1992) Exp. Cell Re 
s.. 202, 495-500) . Jii4luOff«<or^y5 >*4 
h^t tztlX H 0 > Z. iXt4TGF- $ tfBBr 
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fc(7)#miZfflbZ Z. 1 iMM l/C^S (Sanchez, A. ,et 
al. (1995) J. Cell Physiol., 165, 398-405) . fm 

miX^&. TATc?) mRNAJi. fflffllgmmmMi 
(fiMW'Sfl ; E12-14) mmmX'ii. T*V*fY>lZ 
\,\ (Shelly, L.L.,et al. (1989) J. Cell Biol., 109, 

3403-3410) . z.tih<r>mmt. am^mtmrnm/ 
mm t ffMiz. mt%&jmmtf$> &zt i 
x^z>. 
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ffiS-f hBMm £M.££2?tt%?M&im& tlX v * 

s. 

[0 0 09] fc *yax?^-yn {asm) il 

-6. iL-ii. am^wsija^ <lif> , ^mwms&M 

6 (IL-6) KiS^-f r^^TS'J-fcStS (Baza 
n.J.F. (1991) Neuron, 7, 197-208; Rose,T.M.,et al. 
(1991) Proc. Natl Acad. Sci. US A, 88 , 8641-8645; 
Pennica,D.,et ai. (1995) J. Biol Chem. , 270, 1091 
5-10922) . c\ilt><Ti+tA h*)4>li. fOggftoWr* 

fc*>. SHRO»IE**tif:3&^V» (Taga,T.,et al. 
(1997) Annu. Rev. Immunol., 15, 797-819) . 
t Y^yaxfj-yW (hOSM) (Malik.N.,et al. (198 
9) Mol. Cell. Bio!., 9, 2847-2853) MlijliiOfl- 
ft!£gftUB (Rose,T.M.,et al. (1991) Proc. Natl Aca 
d. Sci. U S A, 88, 8641-8645; Bruce, A.G. ,et al. (1 
992) J. Immunol., 149, 1271-1275) ^ Mm<r>i&& 
Wmmmitm (Richards,C.D.,et al. (1992) J. I 



mmunol., 148, 1731-1736; Baumann.H. ,et al. (1993) 
J.Biol. Chem., 268, 8414-8417) %Z<7)£ O LIFfc 

^ynx^fyHfi, n&®Smwm.M$m (Wijeiat 

h,E.S.,et al. (1997) J. Cell Sci., 110, 871-879) 
^mmcommim^m (Grove,R.I.,etal. (1993) P 
roc. Natl Acad. Sci. U S A, 90, 823-827) SrhVUd 

h*>ax?i->w%®mm%:ztixuh. im*> 
3x?r>H%®mmF%®fttm-?. g P i3otLiF^ 

£y~?3L- - y hfr^ffif&Ztl (Gearing, D.P.,et al. (1 
991) EMB0 J., 10, 2839-2848; Gearing,D.P. ,et al. 
(1992) Science, 255, 1434-1437; Liu.J.,etal. (199 
2) J. Biol. Chem.. 267,16763-16766) N II SS^ft 

(Mosley,B.,et al. (1996) J. Biol. Chem., 27 
l, 32635-32643) . o£ 9. LIFfc tfynx^f-yMtcD 
£M<?)Wiffli I ms.mWiifthh^Xh^ . 

X\^h<T)X'hi> (Thoma,B.,et al. (1994) J. Biol. Ch 
em., 269, 6215-6222; Mosley.B. ,et al. (19%) Biol. 
Chem., 271, 32635-32643) . 

[00 10]-*. ~?Vxco*>az?j-ywm3i<r> 

(um%%m lipffiHtr. Lif%®frtitR 

JSL&U (Ichihara,M.,et al. (1997) Blood, 90, 165 
-173;Lindberg,R.A.,et al. (1998) Mol. Cell. Biol., 
18, 3357-3367) . -7^X(7)X>3X?f->m. mA 
«+T-lL-3HJ: mmZixhmiiFFt LX?u--y 
?%tl (Yoshimura,A.,et al. (19%) EMB0 J., 15, 10 

55-1063) , ®m*z£xt%mm<QiMiimMX'mii 

X\>^&Zbtf7pZtlX^& (lchihara,M.,et al. (199 
7) Blood, 90, 165-173) . -?*?X*V ZlX^^yWfin 
%.ZtltzZ\kiZ£-oX. •?*7X<7)$&8h*m^XHV? 

x?i-ym^<?>ttm$:%m -t & z t tf*mb&*>i&. 

Mili. *»»&fetifti!L *y?x?^-yW)K eh-7 
*yxM<r>*mM-mt-*'g ugm) mmzmbm^. 

it^i&m-^Zt Ztyt>frtZlX\^ (Mukouyama.Y. ,e 
tal. (1998) Immunity, 8, 105-114; #^9-29044 

o) . u»L$n&»&. tyzAfi-yHkitm&njmiz 
mixit. n^imittztix^Kw 

[00 11] 

maammss, mmmsmm) ^Mtzitzumt 
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yM&£xsT*y-x?yyk&mm-&z.tt,z, mm 
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[00 12] 

*y^x9&ym\w. mmm\zmku$k 
y^x9&ywm\,z . £aw«sw>T*iM 9Vy 

VtfF&tfM&X'h tZb £ jf.£U Itz. 
[00 13] ZZX\ fciTfc. fftt^SSTltSWSra 
tST'&67;t//$y6£#. *>ax9i-MVz£')M 

c*tu y*j4 y*mwtfizmm-&k7 

[0014] *WS*5>tt. in vitrofctJtt*:* 

m^Mfimm ixummmmm^^tz^ 

i:&SG6P7— fe'fcitfTATtf) mRNAiei^^$tL|,r 
fcfcJMJU:. IL-6RB11M UL-6. LIF. 1L- 

ii) a. zti^mttnmizmmLtcfr^tztiK il 

P\30£ftlXftiti'9i~)\sZimiX^Z>Zbtf*m 
[0015] 4NfcLfcfftt0i dt/fcocOfiSSMT 

yazf+yHtT*?* fYytfMmvWffiMfm 

rvz-yyzmzmizitifrb'ofrzm 
K&tzib. 7§3^mm^-yy (pas) m^mzm^K m 

fc. *<otsiL 2 bisw h itzf&imwMfr 
tz. **uc*fu eara^y^^-bbst^ 

3-yy^HI^^«rLfc*S*, a^fRWIBIi. E17 



^<r)\,znLx. %px%rt~?*7xmm<w%^. warn 

a-yy<7m$MiiMmzm$-lX^iz. 

[ooi6] *m&e>n. mimizhwmm* 

ft mRNA*^SLTV^*^^^:. * 0)*6*. E12*>£> 

ofc«taj$*tfc. *y3x9j-yw%%fc mR 

NA«i. El4*»^>Stai-C& Sid K=Sr 0 , JfcflM 

T . E14KM&^CIM5litt^» t if«lt Sr 
#JtU ztihoMMz*y-2X9<t-yK mRNA^ya 
x?^>M§lft iRNA*^JgLTUSA^ii^i:; 
Mfc^V ^y3X^f>H mRNAliCD45^l4 

mummzftmrnzmiLxm . *y*x*+>m 

[ooi 7] Ja±^t*^. 
tut. ^ynx^f-yMtr^^^yySrfiJffltJt-? 

tot, i^MLI^^ti. ffiHUB<0?Stfcj&» 

x ^ u -- ynz%\mth z t tf^imxh & . § ^> tc . 

[0018] iixtT'»tgW=5rJff«^iiS-rs*a{i: 

mmmmzk mnzti&^frtck'zm^&zuz 

X *) . Aft t#tt?r*-tl)* 1 S*^^fc:fflv%S i 1 1 

[0019] *|&Bj!ts. nynx^^yunxuir^ 
* 9 >/y*mm uz^mmmmimmmm < tsf&w 

7.9 ^--y^-fmzmL, i: <ommz&. < 1 > 

^yrjx^f-yMfc ii^MM 9Yy(7)1f&.TX%&L 

mmz*&tti> z t zimb -ri . *«»jf«& 
Bi?MfM^Mb§^i»^, (2) mwasa* 5 

«?LI!)fec7)Ji&iSi*x-$>l», ( l ) iStt<afira. (3) 
( 1 ) £ fctt ( 2 ) tiEa^^ftcj: DPS^ttl.^ 
*MF«. (4) ^*ag^|fA$nTU|,. 
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( 3 ) iztmcommmm. ( 5 > smoufmb^^ 

y-- y^t4*i£T*or , ( a ) WfltfL ^yn 
«W*JMW-*IS» ( b ) f£m««^j£M^ 

js^Ht^ttaj-rsis. fcitf ( c ) tttMmn« 
&r?i$m.mmi,izm am) timix. m 

■nm. (6) ^.mmmm^mmmm^miti: . 

comm. MMWzmz>TJi>7i><7)m$L. tatse? 

sjRSfis^tiOttaji-s. ( 5 ) tzmmcDnm. 

( 7 > mmwmmMw>wjim?*> & . 
( 5 > ifcti ( 6 ) izimconm. ( 8 ) ( 5 ) »e> 

(7) »v^-«i*»fcE««*i6ft:J:9*JlLd6. *j£ 
[0020] 

mm {nmmrnm) *&fc*itiimmt&. * 

[002 1] *%Bfl(cfc(tl»m?Mf«^*tfc^ 
Tti, iiflt. ^2X10" *>^$«J4X10< /cm2 <7)«£}§ 

<. 

[0022] m^^mmm^mmm^tx^iiz 
*>. izmzn^xa. -fm%%m& (embo j. (199 

9) in press Kamiya A.et al ) X 0 i«iSJgO£*#£ 
[0023] tgtfetcti:. a®, IttOn^alfr&ftlOOng/i 

inxyazf+ymmtoth. ®mtf%$m maw 

±) fcH**£fcfcL ««SS3ftfc:J: 0-«ilK (ftlOng 
/■ll3Lb) ^>3X^f->H*||ftrsik#JHIJdf 
JSifeKte. ^ynx^f-yMfctU;:, &5xio 
- 8 ^4>^5X10- 7 M s l<iffl\X\Q- 7 McOr^f 
■9->^yyfc«fcTt4. #l-10/tg/ml<7M yy 

* u y *sair$-4 - 1 * t v >. a^ax 

«SI*fK 5S C0 2 -20%0 2 , 37CT'ffdik 

arc**. 

[oo24] ^mnnmizm^tih^msmmt 
txu. tmtm&X'b'). xyzixf+ymstv? 

mx'htummt^. nm^mmt ixn. mm. 

*. mwmt ixu. hh, ^x. vistczwmf 



ti, Mitr . mum i wEa«*ifefca->Tff d £ t # 

T'#*. 

[0025] *f6ffl^jjaWHIfi^<04MkS^|^tt. ** 

jmmm^hmmm^mitimmhit^^x 
?v--y7i,zmmzzttfx'*&. ep*,. ±ia^«*v 

tizx^x. mwtzmtt:wm?z>£ owt&fa 

*x? >j --yy-tl z 1 tfX'Z * . J; 0 £ftWfcti, 
(a)tt&Kfk tfvax^f-yM. aj^r*-*** 
y>o»4TT'*M*)ff«5^«i-i»ig, ( b ) u 

XX/ ( c ) tH*KfifMSFrFTR4Ht^«iasLfc*S^ 

<««> tmix. mftfcmmtfiiimm-thfc-ti 

[ o o 2 6 ] v-->r£m»hwmmt ixu 
mzmmtzK. mm. MWi^i<?)7^7 

^rfK»7^7-7'j-, mm 

[oo27] wmm*m&Ltzfe<?>*mmim<?>f8L 

ttfx-zh* zcoxo^mmttxa. mm. nmm 

m. immtzt5V&7)v-?$yv>mL. TATae^^ 

[0028] dtfXJMBolSS, »«©CH<oaanK: i 0 , 
»El«^M5PrFTR4Ht*ttajLfc»^ (KM) tit 

mm®^<7)#{tzwmh{t-£fox't>z> (ttzu. m 

fc£»**tr) kW^Sit, -77, SBgkltlSLTK^ 

[0029] sa, fife«ftff«iiia<?)tg§ui, ^^raco^«r 

?i-ymmtzx *)®mz®m.mwM'\<r>M\:zm 
[00303 zcvftittmm®^xmztiz>tt.£® 
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C 0 0 3 1 ] ±tz. *%,Wcr)Mmm%*m^T'i%t>tl 

mzv. >vr 70 -/ vmjasm&ft&t&t&im 
mizx <omtitzmmt. ^z^mthztmrnB 

[0032] 

*>\ 

[oo33] immmn *>ax?i->wmizx 

C57BL/6Cr SlcV^X ( B*SLt\ 0*) £Hf^fflL 
fc. ^/^-yrj&^-^tglfc (DMEM) , WElfil 

4 y^^.oy-hyyxyx.oy— tuyx (it 

S) li, Gibco-BRL#>£>.lAL£. *X$EGFtiChemicon 
International (T^< Oil) A^ffltALfc. b ML-6, 
tML-11, v^XLIF. t MGF-/90U WcDSttfe itf 
=*r'J>-b'-/l4t (B*) OtnZm^tz. ^A*>3 
X?^->-M{iR&D SystemsftcDicOlrfflV^. ifcV^XT 
Vfilffcti. Nordic Immunological Laboratories 

[0034] ii^i^^^^xasieiffSfflB^Ra* 

=&JfW*5fc£?ftiLfc. C57BL/6Cr Slc^X (E14) CO 

mmmmfrKM*-. mmz^tsftmm® (mm 
mm) £m.ztt®. mmm-cm&zitk. # 

y. ixit&mrsswtmm. ixits, scus/mi^y?-? 

4isy. 10-7 fW^/y»^«:SSL, 

o.i%co-fe'7f->-T'3- r- Ltimtmmmz7\s-f- < 
y?itz. mm®. %mx'®®i>mix. mxix 
\.^mmmmmmm^uz. mm. 2 art 

L . G6P^T AT& fc' <0 J: 3 friMtv-tf- £ US 
LTfcA>-f. £<0KBTttin vivo(cfc{tl>JfeSeff» 
t>->TV>fc. *S*Lfc*tiOWII«Stt. 4%;^ 

r ivf b h th£ L , fiLTVP:/ 5 yfiifr 1 1 1 

-f^A'C-hU:. M^&B^V^b'iJfe^ 
b' (HHP) ^f^-ttTti^-f^IgG (Aaer 
sham) M^a^-hLfc. "OloJ^v*'— fe'iStt 
J4 , 0.025%->'T5y<Vf-> ; >. 0.08% NiCK.0.5% 
3§SHt*«£*tf PBS^$*T$a; U 0.01% Tween20 



[0035] dcD^SrffiWC, in vitroTfFf&fe^igjI 

yzixfi-yn^ftmizte. &W®m.<r>?>vaa>\sf- 
3-f H (lO-^WM^/y) w^it-is: 

(i^- y 3 x ^ f - >MilS t r^f ^ y y«jKt«c# 

TV^. CKOio^r^^X^-JgjKJiEGF, TGF-# s IL- 

6. il-iu L\vx-%mitzmmfflMxn&e>tvf. *y 

azfi-ynz%ftt®%x-foz>t%i t>titz. 
[0 036] [HJ56W2] xyzzf+yubT*? 
A 9 7y\Z i h T)V7 S >S4i$iJffll 

^u-cft * ^ajf^ &n&cr>m<DT)V7 s. y&m 
lx\*. 7)17 5 y&mmm<ommxmm)%®m 

X'h&tzib. *yzix91-yWimMim<F>T>V7* 

ymsLmmhfrZofrzm^tz. 

[ 0 0 3 7 ] *H htiJ y#4TS>&V^i##ftTT'6 

*<fz«*7j.x? y7x3 y hizXZ T)V7 5 y 

Sr. »?rNP-40i§»^ff?g (150mM mti-hOVJ*. 
1.0% NP-40. 50mM Tris-HCl ( P H8.0) . ImM 7 
Xl-lVXlVyx-lVfuU h\ 1/ig/ml o^^Tf- 
ImM ^•r-Jym.-fYO^-L. ImM EDTA) 

t, wmit:. zwmmmmtt&myigkflrTX'svs- 

PAGET ^"St Ltzlk. Immobilon^ (Millipore) \Z%ML 
tz. 7a-vhZtitzm&7)\s7$y\i. 3% BSA££tfT 

HRPSr^^^ciil^^'IgGtKJE^^o & 
SWfc&S-t£A';/r-'£ECL (Amersham) y^fATf 
3t$4i:, -e*l£Bio-Max7 4/l-A (Kodak) ±fc:S3K$* 

[0038] *<3ISJIL RfcWrSflTV^idt (Sa 
nchez,A.,et al. (1995) J. Cell Physiol., 165, 398- 

405) . %mnmt:m-ztihfaii?&&2tthk. 
■tht. 7fr7$.ym±umf2ti. zwtmtmm 

^mmm^mX'h-yfz (02) . TGF-jSJi, E215-y 
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tf$&&ZtlX^Z ( Sanchez, A. ,et al. (1995) J. Cell 
Physiol., 165. 398-405) . L*»Ul4v>xKd3*lff 

tzitfcfrntz. Zitii, E14K4*ffFIBBai4J: 
[0 0 39] tHit«3] in vitrotfcttStfy 3A 

ztKQfMzt iz-mt ztimmcommzft^x . k 

^fc0J#P£ft"O^ (Panduro,A.,et al. (1987) Genes 
Der., 1. 1172-1182) . IFW4, itj££&£tti!ttSffi 

0)M«£3Sfl3WB;LS. Mitr, y ybX'ii. G6Pase{4 
E20-21 (ffi^Effl) C*£$fl*W>, -eo^JIMJitiJ 
H^SMCIfcWCii'tS. TAT mRNAteai 

ifttlBftT IKS"* 6 4 3 0 s Lfctfo X m 

JDLTVK. ^4?&G6Pase^TAT^mRNA^g!«5*; 
(4. 7->X|f»ttiJ^tt)l»$Wi (03. 4) . 

Ltz#~>x. zix^comm^ii. wxizh^xi,. m 

[0 0 4 0] tfynx^f-yMfcr^lM^y'yfc.fco 
T. G6Pase {&±rf/£tzli) TATc9mRNA|Wi&£T§ 

^yM^TGF-/9T'#J&L£. ^/yfflEW 
^k. ^->3X^f->M$rJnxTt. £><9mRNAi}$ 
iBS*l£*>->fc. T^^^V'VAfftTfHW-ii:. G6 
Pase nRN/Wf W4B I*^6SBt: 4»ittibfW:P 

tf^ft^ t &jni.r^*ucff«T(i, mat 

f£4 B B*^G6Pase ■RNAj&gBKLtefcfc. ^Oft-tO 
IfcJiMJiiiJjDL^t-K 8M0H«£ittttt:iSLfc (H 
5) . TAT iRNA&gOSglli* i-jfcWre&ofc. * 
yax^^-yMJi. 4B§*^TAT uRNA&S&S^U 8 

V^fcTAT mRNAtitJii/Ch'^tfi-r'^^V^a^, in vitrofc 

ttfbfrh. mmsm (A7h/ot» <r> 

mRNAl4, TtyaXfl-ymzX-yX . (ftPase^TATcDmRNA 
J:0t*<8a$*ufe (06) . £*ifc<3!S*fci. 4Ht 

-(7)I^k BttMSa«cO^# ( Richards, CD. , 
etal. (1992) J. Immunol., 148, 1731-1736; Richard 
s.C.D. ,etal. (1997) J. Immunol., 159,2431-2437) 

ii, 4-&< t i> sawtiia* h^wmx-mm h z 

LIF. IL-ll) 14. i*l4,OS«SWS:*iJ«L^n&»ofc. 
UpU IL-6£«T?§ttlL-6^g#: (Yasukawa.K. ,et al. 
(1992) Immunol. Lett., 31, 123-130; Yawata,H.,et 



al. (1993) EMBO J. , 12, 1705-1712) h 1 & CSs Mt 

ht, mmm<nmkhm^mm^ixtz mi) . z<^> 
zt\t. ^mmzn^himtfJLhtittwmi-m 

[0041] j~fv7xi<y nzxh^wmst 

mmT<r>Z.o\,zft~>tz. ?%hh. MMh&Mimt 

nRNAi£$£\ AGPCS (Chomczynski.P. ,et al. (1987) A 
nal.Blochem., 162. 156-159) KiOttHLfc. #10ju 
gc7)£RNA£. 2%*;PAT/P7 i t F£&trl.5Xrtfa 
-X*f)VX%n.L, 7yXlzffimUz-Mv>m (Boeh 
ringer Mannheim) RfcUVfcHgltLfcflL 
iSSDS£g«i£ (7%SDS» 50%*/UA7S h\ 5xSSC. 2% 
-fu-y^yyffl (Boehringer Mannheim) . 50mM'J >W. 

i-h'j^Ammm (pm.o) , 0.1% H-^n-oH'* 

rJS/y) rTaqDNA^U * y~&fx$Hzi. tyftML 
tzVrt^yf-y (dig) f»ScDNATa-7'fc/W ry 

flL£filDIGjjttt (Boehringer Mannheim) IfcBfl 
•fctsHTCDP-star (New England Biolab. ) T'&tiJb 

[0042] [|3t0f4] 4HfcV-*-<0SWfctt» 
*>-3X^f VH jWSSfiPfiE v ^ Z. t frmx-foh 

z t z*tm> 

izi. ->x--83mz%vtz'gmm>i>. § * 
*y3x?i-ymm;Ltz. immsmz. # 

^yax^^yw^mcfhb. tifc?-*i-0)%m 
tfm-Ltz. zmznL, 5BBt,z*yax?l-ym 
mctht. mmiz*yaz?+ymmit:k*£ 

W£?-*-<wmifi 

yMtf>aaB^»B^a<-r&«4f. mRNA^S*^ft<^o 
fc. -f^h-h. in vitrotfctt^ffFfit%c0l^t«4. » 
^W^:^ y 3 x ^f - >M*^t'J> ht^thti 
tz. 

[0043] [HSfe#«5] jfynx^^-yMkT^ 

KliMI<^tiJ»4, 4HfcLfcff»Ot>3tAi:o<0*IMra 
IW * 0 - «R*<oa«i: / V ^ - v*>4H»aKK 4 
->-C3yhD-^$^TV-i|> (Nemeth, A.M., etal. (195 
4) J. Biol. Chem., 208, 765-776; Foster, D.O. ,et a 
I. (1966) Biochemistry, 5, 555-562) . fffr&»4. 
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x^fffauaii. roz-yyii&MmLx^t (Ye 

ung,D.,etal. (1%7) Biochem. J., 103, 744-74. Phi 
li P pidis,H.,et al. (1969) Biochem. J., 113, 651-65 

7) . *yaz?l-yWT*V*? s /y#ttmWM1& 

mm*mmi. rvo-yyZMt&smzG&frm 

frZW<&tZib. j63>>*iy7 7 (PAS) IfefeSSrlB 

t\ in vitrotfcitl.«rtw' , j3-yy§afi^ 

smmifcm'jtMmm. rastorafefiw;. 

[0044] PASjftfettiROJ: 0 iZt5c\%~>tz. ttch 

(Nettleton,G.S.,et al. (1977) 
Stain Technol., 52, 63-77) PAS&fevM (Muto Pure 
Chem. B*) TflBIErtdO^yn-y^iftfetfc. 

[ o o 4 5 ] -eofcyn. 2 bum ydfjL^-ht^M 

ttifjr3$*ofc. **ifc**U 6BHM >*j.<-h 

yMk-W-* ?y>k k . *£»<oai 

B"Cyj3-yy<0Sa*«5IOS»$iifc. -U. 6B 

[0046] tHSfefiRl6] gpBOy-y^T^bV^X 

in vivo{Cfcltl>^y3X^^-yMk^y3X^f-yMg 
(OSMR) <oa*Jt« A>tiS^6fcft. gpl30-/-V>X 
(Yoshida,K.,et al. (19%) Proc. Natl Acad. Sci. U 
S A, 93 , 407-411) £fflVvc##r£firo£,, 7t3fcgpl30 

Xm<7)CmL/6^xmi4ffi1kTKA,X'L& fig 

gtf* ffi^eatJEtrrS (Kawasaki, K., 
et al..(l997) Endocrinology, 138, 4959-4965) . d 

stmwyva-yywmtzpi&m&mzm^x 
m&mwf^yn-htitztiK mwh? o i-yy<rm 

WL\i$m$S& IX v xfc . gpl30- / - v>*colfrIg t y 

J&Wff«)fiS:T*lM ^/yfiltWO LT in vitroT' 
tgStSkPASSSfett<7)«|gc*^^^kv^S*tit 



-yySKfcWR-*-* J: dfca»LTti^S#. 

A«B#i&5T* I. CI k Sr^LT V^S . gpl30" / - v«> 

XPSSrSV^$*S (Wang,N.D.,et al . (1995) Scie 
nee, 269, 1108-1112) . C/EBPa"/- V^^fffjaEf 

PASifefeliftttT**. gpl30-/-V>^ 

**offFnxii» mmttfZ'jrm-ix^i m 

8) . UrtfoT* Zixt>CDMfc^(r>%,tm. /^33 
*\ *»4«BS*tolF»)»fe»fcftk:tt. gpl30i^ 

[oo47] mmmn mL*mmizmi&*> 

OXf^-yH inRNAfeilA'^ynX^yMggft mRNAO 

ZtlbWfrti 1 * in vivofcfcttftff»£fc 
R5-l/0*SC:i:£ii38l/t^6. *0H33/W3-f F 

itmmmiz}:^x&&zti&t%z.t>ti&tf. *ta y 
ijA ym<n*ynx?^ymftm,mzi5^xmm> 

izmtZix&Ztm^K UrtfoT, t Larynx? 
^- y M/:* y 3 X ? f- y MS£fty& HigHC i n v i trofcfflS 

J§etcW5-l/a^$:4>«r. ^ynx^f-yMk^yn 

^.^^->M MlA}5£V*y3A?1-yVI&&fc dRNAj&s^ 

[0048] RT-PCRU J: S mRNA^aj^ffl^/^y 
^-f-yM. TAT. G6PT— Vlznt&PC&TyJ St 
fg (Yoshimura et al.EMBO J. 15; 1055-1063(19%). Gra 
nge T.et al. J. Hoi .Biol .184:347-350(1985) . Shelly L 
L.et al.J.Biol.Chem.268;21482-21485(1993)) <r>Rm 

tt^SttST^ *%Bfl^^*igig^L^cD 
NA^O-y^ie^J (Tanaka et al. Blood 93:804-815(19 
99)) fc£-2WC£j£Lfc. CD45l®ttai)IS{i. fil^^XC 
D45tiiit:(Phariningen) . b'-XM-450. fi[7 7 hi 

gG (Dynal A. S.//P?x-) Srffl^T. E14ffff«^0 
SW«*»4>4MlLfc. ^T-^hXr-^r-'cDNAte. Fi 
rst-Strand cDNA Synthesis Kit£fflV\ CD45^tt» 

Wyax^f y m-^jT y-awt- y HS^^coPCRiili 
cr>tzih(?>nWt LXm^tz. 7 , 5^-7-OT-- , jyy 
(d50°CT-60#m. «fi«35lM?;M i T->fc. «6Lfc* 
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' [004 9] Em^^mmzhmm 

— ^yax^^yMg^* mRNAc^iBi. Ei4*>£> 
IZtm^fiHzKitc (09) . m^x. EUMMM 

*yaz-?i-yH &mzmm®£M.fflmiz<&mbizjt 
JStTfeO. *yox?i-ym.®w mm, 
mmx-h i mmt^smm&v^i t x v ^ ( h i 
o) . iiiKDi, ^a^f-yMWu ig«tsjffai» 
izm?&&smm&*'*y?7>f >m-X'hht%i 

hKh. in vitrolZtm$>*yax?1-yYI& 

®fc(r>mmt*>3x?i-ymmz£ *)®m&tz 
mmmmzxiSr ^ 77 ^ - ka- . y 

[00 5 0] (HMifiaj8) ^3X?^yMf®U:)fe 
jeiftlJB<3lg#$1Sg& 

jt>3x^ ymm i titemmw) mmmmm 

&m-t&i}^frco$t>%&ffififf)t:Mz. *yax? 

tz. mmmmo-it ix. im^mtt 3 comumn 
mi£'tf~>K. xyaxfi-ymz&ifL 
x . WJS^coNH 3 <?m 0 S^tiJirt I. i t am® L 
tz. ztuzmmix. mm®&%<mmx'h&cps(m 
mmyix?i-ymz£ mmzntz, Tfr7$y# 

[005 1] 

[Hi i 



%®<7)-t?v--y7tzi5^xmmx'h&. ttz. 

[0ffi^®#=5:^] 

[01 ] W^lfeiSlfFW^^y^x^f-yM, TGF- 
B . t*VX ?Yy£Z£Z£ izmfr^hitxmu Liz 

[02] Jt-ynx^^-yM^feJiT^^^ywcil. 

[03] in vivot*J{t*« M5Pa b rtOffF^W^ 

[04] in vitrotfc(tl). ^V^X^f-yMfcT 5 *"* 
^ ^yyfci £ff#ttV-#-mRNA«l^£5Kf 0T'£> 
I). 

[05] ^>3A?^>M$lJiiW£<9, G6P7— fe* mRNAtT 
AT mRNA^^k^^-ra-Cfel). 

[06] ^-ynx^^yMjij^f^, i\r\-ru\zy »R 

[07 ] ®<7)}L-m&iH ym^xmmitz® 

£Ktt. G6P7— fef mRNA^TATmRNA^S«il^#$fl^^ 
£i:£^-t0T*£>£. 

[08] gpl307 -y7T<7bV>7XiijjftfffSi<7)^fAXPfi 
[09] RT-PCMWrfcflJlvCin vivolZtitf&XyaX 

?+ynt*y?x 9+yv8&to.<n&mc7K LtzWXh 

[010] E14Rlfftt03^ CD45HttitJfil«i>J;^ 

T^SrtHgi L . RT-PCR#flr£?To T *tl?tl<?>* yvx 
?j-yH mHk*yaX?^yVH&g#i mRNAaSr^U: 

wxhh. 

[01 1 ] in vWxolZ&nhXl'lXf+yWzSLb* 
yax7-f-ym®fa MMfflH*lizmvt>h. 



[023 [03] 




G6Pase 



-I TAT 

* TO 

GAS>DH 



b**l +OSM 4-TGF-P 

r~ — i i 1 i 1 % 

0 357357357 (day) 



OSM 0 0.5 2.0 5.0 10 (ngftnl) 



-Dex 



Dex o £ ^ & j> j> (M) 
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[04] 
-Dex MJex 



[05] 
-OSM +OSM 



[06] 



i 1 i 1 



-OSM +OSM 
i 1 r 



GGPase 

TAT 

GAPDH 



02468 10 2468 10 (day) 024682468 (day) 

TAT J^gg^ GAPDH 
GAPDH 



[07] 



[08] 
gp130 V- V- -/- 



66! J ase 



j| «« . ... m TAT gp130 -17+ s/- V- -A 

W&V*^ TAT 




OSM 

OSMR 

GAPDH 



[01 0] 



GAPDH 



[01 1 ] 
-Dex +Dex 



GAPDH 



OSM 

OSMR 

GAPDH 



0SMR 

GAPDH 



F?-A(##) 4B024 AA01 AA11 CA01 CA11 DA02 
FA01 FA10 HA12 
4B063 QA01 QQ08 QQ42 QQ52 QR77 
QS32 

4B065 AA91X AA93X BB19 BB34 
CA44 CA46 



